Abstract. The 
(6-methylene-progesterone, MEP) gives irreversible inhibition of ovarian 5\g=a\-reductase activity in vitro with testosterone as well as progesterone as substrate. A MEP-containing silicone tube, releasing 245 nmol per 24 h in vitro, was implanted sc in the back of 25-day-old female rats. This resulted a day 30 in a significantly lower 5\g=a\-reductase activity in the ovary than in control rats (42.0 \ m=+-\ 3.8 pmol/min per mg ovary in MEP-treated rats vs 98.8 \ m=+-\2.4 pmol/min per mg ovary in control rats). Nearly the same extent of inhibiton was found at day 35 27.4 \ m=+-\ 2.1 in MEP-treated rats vs 56.2 \ m=+-\ 5.9 in control rats). However, implantation of a MEP-containing silicone tube under the skin or inserting a pellet containing MEP under the ovarian capsule did not result in advancement of the first ovulation. These data indicate that in the female rat a decrease of 5\g=a\-reductase activity alone is not sufficient to induce the first ovulation.
Ovaries of prepubertal rats contain a high 5a-reductase activity converting progesterone and testosterone to 5ct-reduced metabolites (Mason 1970; Eckstein et al. 1970) . The Meijs-Roelofs et al. 1985) . It has been suggested that the decrease of this enzyme activity might play a role in the onset of the first ovulation (Ruf 1983) . The high 5ct-reductase activity in the ovary could restrain follicular estradiol production for various reasons : First, in the presence of a high 5ct-reductase activity, all available steroids are converted to 5a-reduced C19 and C21 steroids, thereby limiting the amount of substrate available for aromatization. Furthermore, 5ci-reduced an¬ drogens have a high antigonadotropic activity (Eckstein et al. 1976; Meijs-Roelofs et al. 1982a ). Therefore, a decrease in 5ct-reductase activity might result in an increase in serum gonadotropin levels and hence first ovulation. In conjunction with this hypothesis an inverse relationship was found between levels of luteinizing hormone and 5ct-androstane-3a, 17ß-diol in the blood during the last week before first ovulation (Meijs-Roelofs et al. 1983 .
In the present study an attempt was made to lower 5ct-reductase activity in vivo by application of a specific inhibitor. The effect of this treatment on the timing of the onset of first ovulation was studied. (Fig. 1) 5a-Reductase activity and 5a-androstane-3a,17-diol concentration in the ovary ¡O days after implantation of a silicone tube filled with 6-methylene- 
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The present results demonstrate that MEP inhi¬ bits 5ct-reductase activity in the ovaries of prepu¬ bertal rats. This steroid was chosen as it had been reported to give an irreversible inhibition of pro¬ state 5a-reductase activity in vitro (Petrow et al. 1981) . The advantage of irreversible inhibition over reversible inhibition is that a smaller amount can be used with effect in vivo. Accordingly this steroid appeared effective in inhibiting prostatic growth when injected into male rats (Petrow et al. 1982 ). The present study confirmed the irrever¬ sible type of inhibition and demonstrated that this steroid was also effective in vivo to inhibit 5a-reductase activity in the ovaries of prepubertal rats. Furthermore, it inhibited not only 5a-reductase converting testosterone to 5a-dihydrotestosterone, but also 5a-reductase converting proge¬ sterone to 5a-dihydrotestosterone. This last find¬ ing is of importance as the high amount of 5a-reduced metabolites found in prepubertal ovaries is mainly derived by 5a-reduction of progesterone (1984) suggest that the decrease in ovarian 5a-androstane-3a,17ß-diol production at the end of the prepubertal period is not the cause but a conse¬ quence of the raised levels of LH. Such an in¬ crease in serum LH levels during the last week before the first ovulation has been found in pre¬ pubertal rats (Meijs-Roelofs et al. 1983 ). The decrease of ovarian 5a-reductase activity and the induction of precocious first ovulation after mul¬ tiple injections of low doses of human chorionic gonadotropin found in a previous study (Uilen¬ broek et al. 1985) probably are two independent processes. The present study does not exclude that a decrease of ovarian 5a-reductase activity is essential to provide androgens which can Identification of 5a-androstane-3a,17ß-diol as a prin¬ cipal metabolite of pregnenolone in rat ovary at onset of puberty. Nature 228: 866-868.
